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DETAILED ACTION 

, . Applicants- response ,o the office action filed on September 22, 2003 has been entered and 

considered. 

2. The instant application is filed on January 5, 2001, which claims no pnonty date. 

4. Claims 1-9, 17-20, 24 are pending. 

Response to arguments 

5. Applicants' response to the office action is fully considered and found no. persuasive. 

6. The following is the rejection made in the previous office action under 35 USC 102(b): 

A. Claims 1-6, 8, and 18 are rejected under 35 U.S.C. 102(b) as being anticipated by Gramley 
et al. (J Clin. Microbiol., Vol. 37, No.7, pp. 2236-2240, 1999). 

With reference to the instant daim 1, 6, 8, 18, Gramley et al. teach a method for detecting 
a Helicobacter pylori .nfectton wherein Gramley et al. dtsclose that the method comprises (a) 
detecting a Helicobacter nucleic acd (DMA) present m a patient stool sample (see page 2236, 
column 2, paragraphs 1-2, page 2237, column 1, paragraph 1, column 2, paragraph 1, page 2238, 
column 2, paragraph 1, fig. 3); (b) identifytng a patient having indicative of He.icobac.er pylori 
infection if the amount and length of the nucleic acid (DNA) present in the patient (positive 
signal intensity) exceeds an amount indicative of an absence (negative signal) of the 
Heltcobacter pylori infection (see page 2238, Fig. 3). Fig. 3 of the disclosure of Gramley e, al. 
indtcates southern bio, hybridization signals wherein the intensity of signals in comparison to 
posUive signals (presence of H.pylori) and negative signals (absence of H.pylori), indicate the 
comparison of amount of hybrKhzauon signals for the presence or absence of H.pylori infection. 
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With reference ,o the instant claims 2-5, Gramley et al. .each that the method comprises 
(i) detecting a high-integrity (intact) He.icobacter pylori nucleic acid present m a patient sample 
(gastric biopsy specimens and stoo, samples) (see page 2238, Fig.2 and 3); (ii) comparing an 
amount of high-integrity Helicobacter pylori nucleic acid present in the patient sample to an 
amount of a non-Helicobacter pylori nucle.c acid (see page 2238, column 1, paragraphs 1-2, 
column 2, paragraphs 1-2, Fig. 2 and 3). Ftg. 2 and 3 of the disclosure of Gramley e, al. indicates 
universa. amplifiable DNA- 224 bp PGR product m case of gastnc biopsy specimen (Fig.2) and 
148 bp PCR product in case of a stool sample (Fig.3) and southern Mot hybnd.zation s.gnals for 
H pylori specific amplification products (139 bp). The hybndization signals as compared to the 
amplifiable (non-H.pylor, nucleic acd) in Figs. 2 and 3 clearly mdtcates the presence or absence 
of Rpylori infection in comparison to the amount of non-H. P ylon nucleic acid. 

B. Claims 1-6, 8, 18, 20 are rejected under 35 U.S.C. 102(a) as being anticipated by 
Powell etal. (WO 00/29618). 

Wtth reference to the instant claim 1 , 6, 8, 18, Powell et al. teach a method for detecting a 
Helicobacter pylon infecfion wherein Powell et al. disclose that the method comprises (a) 
detecting a Hehcohacter nucleic acid (DNA) present in a patient stool sample (see page 8, lines 
26-32, page 9, lines 19-25, page 11, hues 1-32, page 12, lines 1-32, page 13, lines 1-2); (b) 
identifying a patien, having indtcative of Helicobacter pylori infection if the amount (hybridized 
product) and length of the nucleic acid (DNA) present in the patient (positive signa. intensity) 
ex ceeds an amount indicative of an absence (negative signal) of the Helicobacter pylori infecfion 
(seepage 12, lines 10-21, page 15, lines 20-32, page 17, lmes 1-14). 
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Wifh reference .o the ins,an, data* 2-5, PoweU e, a,, teach tha, ,he method comprises (i) 

(gastric b.opsy specimens and s.oo, sampies) (see page 11, lines 1-32, page 12, Unes L21); (u) 

sam p,e ,o an amount of a non-Hehcooac,er pylon nucleic acid (ampUfable DNA- usmg 
universal primers) (see page 11, lines 23-32, page 12, lines 1-8). 

determining threshold of H. pylon mfechon based on the amounts of H. pylori DNA (see page 

13, lines 5-12). 
Response to arguments: 

Applicant, arguments and amendment have heen fully considered and are found not persuasive. 
Applicant argues that Gramley e, al. does no, teach identifying a paUent as having a current 
section and refers to the citauon on page 2239 of the disclosure of Gramley et al. Applicant 

argues that Gramley c, al. reported difficulty using PC* to d.stingnish a current infeCon 
from an eradicated one for several wee k s after eradrcation therapy and asserts that Gramley et al. 
does no, teach the method for detecting a current mfection and does no, teach disfngu.shing an 
am ou„.ind I cativeofa„abscnceofc„nent,„fec„o„.Applica„,-sargume„,shavebeenfu„y 

considered and are found no, persuasive because Gramley e, al. .each ,ha, « successful 
amphficauon and specific deteCon of H.py.ori DNA directly from stoo, samples in the ma^y 
of mfected subjects ,ndica,es that tlus approach is feasible and demonstrates it has a true 
potential in aiding the diagnosis and management of patients with H.pylori infection", whtch 
clearly indicates tha, the method of Gramley et al. teaches the detection of a pat.en. havmg H. 
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pylonmf e Cti o„(cu n e„ t ,T h e— t ^*.^^.. — ^"-^ 

of Gramley et al. as stated above. 

SnnilarVy, with reference «o PoweU e t a,, as noted by Applicant, the reference of PoweU 
eta nsi d e„,,caHn m os,po rt io„ S offnedisc>osureto t ha,ofQri m ,e y e t a,.App.icanrs 

H, y ,on infection" (see pa g e ,6, Unes 2«S), ,nd,cat,n g that the satd procedure can be used to 
detect current H.pylori infection. 

h avebeencons 1 aeredanafoun d no,persuas,vebeca U se Gl a ml e y eta,.a» d Po W eUeta 1 ,eaeb 
langu a g e of "about" .75 bp. AppHcan. did no, c,ear, y recte the specific ,e ngth of H, y ior, 

G ra m ,e y eta 1 .andPowc 11 e t a 1 ,eacHde,ect i onof h u m a„n„c 1 e 1 cac 1 d( 1 4Sbp)ins,oo, S a m p 1 es, 
th epos„iveco»,ro 1 iso„, y witbrefere„ce,o 1 usto.o gy ana ly sis.Sinee,bee 1 a, m ,8doesnot 

reci te an, specif, .en^ of hunta, nucie.c ac.d, hence the teachings of Grantle, et a, and 

Powell et al. meets the limitations in claimlS. 

of Cramlev et al and Powell et al. meet the limitations in the instant 
Thus the disclosures of Crramiey ei <u. <mu 

claims and therefore the rejections are maintained herein. 
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7 The Mowing ts the rejection made in the previous office action under 35 USC 03(a): 

data 7 9 19. and 24 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Gramley e, al. (J Clin. Microbiol., Vol. 37, No.7, pp. 2236-2240, ,999, and in view of Lapidus e, 

al. (USPN. 6,143,529). 

Gramley e. al. teach a method for detecting a Helicobacter pylori infection wherein 
Gram ,e y et a,, disclose .ha, the method comprises (a) detecting a Helicobacter nucleic ac.d 
(DNA) present in apatien. stool sample (see page 2236, column 2, paragraphs 1-2, page 2237, 
column 1, paragraph 1, column 2, paragraph 1, page 2238, column 2, paragraph 1, Fig. 3); (b) 

of the nucletc ac.d (DNA) present in the patient (pos.fve stgna, intensity) exceeds an amount 
indicative of an absence (negative stgnai) of the Helicobacter pylon mfection (see page 2238, 
Fig 3 ) Fig 3 of the disclosure of Gramley e, al. mdicates southern blot hybndization signals 
herein the intens.ty of signals m comparison to pos.tive signals (presence of H.py.ori) and 
negative signals (absence of H.pylon,, which mdtcate the common of amount of hybridization 
signals for the presence or absence of H.pylori infection. 

Gramley et al. teach that the method composes (■) detecting a high-integrity (intact, 
Helicobacter pylori nucletc actd present in a patient sample (gastric biopsy specimens and stool 
samples, (see page 2238, Fi g .2 and 3); («, —ng an amount of high-integrity HeUcobacter 
pylon nuc,e,c ac.d present in the patten, sample to an amount of a non-Helicobacter pylon 
nucleic acid (see page 2238, column 1, paragraphs 1-2, column 2, paragraphs ,-2, F.g. 2 and 3). 
Fig 2 and 3 of ,he disclosure of Gramley e, al. indicates universal ampliftable DNA- 224 bp 
PCRproduc. in case of gastric biopsy specimen (Fig.2, and !48bp PCRproduc, in case of a 
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st oo. sample (Fig.3) and southern blo, hybridization signa,s for H.py.ori specific ampliation 
products (139 bp). The hybridization signals as compared to the amplifiable (non-H.pylon 
nucleic acid) in Figs. 2 and 3 dearly ind.ca.es .he presence or absence of H.py.ori .nfecion ,n 
comparison .o the amount of non-H.py.ori nucleic acid. However, Gramiey e, a>. did not teach 

addition of ion chelator (a. leas. ISOmM) .0 the patient sample and immobilized probe 

hybridization assay. 

L ap,dus et a., teach a method for .mproving sensitivity and specificity of obtaining 
nucleic acids from patient samples wheretn Lap.dus et al. disclose tha, the method composes (,) 
adding EDTA, an ion chelator to the patient sample, at a concenlration preferably at least 
,50mM (see column 7, lines 28-46); (ii) use of immob.lized probe to capture nuclec acid present 
in a patient sample (sec column 10, ,incs 29-66); (iii) amount of DNA grater than about 200 bp 
(about includes 150 or .60, or 170 or any number around 200) in length (column 29, lines 42- 
55); (iv) patient sample comprises bodily excretions (e.g. stool, pus, sputum or saliva) (see 

column 6, lines 19-23). 

Therefore, it would have been obvious to one of ordinary skill in the ar, a. the time the 
inV e„,,on was made to combine the method of detecting helicobacter pylori nucleic acid as 
taugh, by Gramiey et al. with the method of adding EDTA as taugh, by Lapidus e, al. because 
Lapidus e, a,, states tha, "use of a, leas, ,50mM EDTA greatly improves the yield of nucleic actd 
from stoo, sample" (see column 7, lines 40-42). Further, as noted in In re Alter, .05 USPQ 233 
at 235, More particular^, where the general conditions of a claim are disclosed in the prior art, rt 
i. no, inventive to discover the optimum or workable ranges by routine experimentat.on. Routine 
optimization is no, considered inventive and no evidence has been presented that the 
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concentration of buffer selection performed was other than routine, that the products resulting 
from the optimization have any unexpected properties, or that the results should be considered 
unexpected in any way as compared to the closest prior art. An ordinary practitioner would have 
been motivated to combine the method of Gramley et al. with the inclusion of limitation, (addmg 
EDTA and use of immobilized probe to capture specific nucleic adds) as taught by Lapidus et al. 
in order to achieve the expected advantage of a rapid and sensitive method for detecting 
Helicobacter pylori in clinical samples because inclusion of such Hmitations would enhance the 
sensitivity and specificity of the method. 
Response to Arguments: 

Applicant's arguments with respect to the rejection made under 35 U.S.C. 103(a) to 
claims 7, 9, 19, and 24 have been considered and are found not persuasive. Applicants argue that 
the combmation of the teachings of Gramley et al. in view of Lapidus et al. does not render the 
instant claims obvious. In response to applicant's argument that there is no suggestion to combine 
the references, the examiner recognizes that obviousness can only be established by combining 
or modifying the teachings of the prior art to produce the claimed invention where there is some 
teaching, suggestion, or motivation to do so found either in the references themselves or in the 
knowledge generally available to one of ordinary skill in the art. See In re Fine, 837 F.2d 1071, 
5 USPQ2d 1596 (Fed. Cir. 1988) and In re Jones, 958 F.2d 347, 21 USPQ2d 1941 (Fed. 
Cir.1992). As discussed above Gramely et al. does teach the limitations in claim 1 and the 
combination of Gramley et al. in view of Lapidus et al. renders the instant claims obvious 
because Gramley et al. teach that " successful amplification and specific detection of H.pylori 
DNA directly from stool samples in the majority of infected subjects indicates that this approach 
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, s feasib,e and demonstrates i, has a true potentia, in aiding the diagnosis and management of 
patients with H.pylori infection", which ciearly indicates that the method of Gramley et al. 
teaches the detection of a patient having H. pylori infection (current) and the combination of the 
teachings of Gramley et a., wt.h the indusion of limitations (adding EDTA and use of 
immobihzed probe to capture specific nucleic acids) as taught by Lapidus et a,, would be 
obvious to one skilled artisan to enhance the sensitivity and specificity of the method. 
Therefore the rejection under U.S.C. 103(a) is maintained herein. 



Allowable Subject Matter 

8. Claim 17 is allowable. 

Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 

policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the even, a firs, reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action ts not mailed until after 
the end of the THREE-MONTH shortened statutory pcood, then the shortened statutory period 
wiH expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailtng 
date of this final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Suryaprabha Chunduru whose telephone number is 571-272- 
0783. The examiner can normally be reached on 8.30A.M. - 4.30P.M, Mon - Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on 571-272-0782 . The fax phone numbers for the 
organization where this application or proceedmg is assigned are 703-872-9306 for regular 
communications and - for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703-308-0196. 



Suryaprabha Chunduru 
January 22, 2004 



